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^ (54) Title: MITOTIC K3NESIN BINDING SITE 

(57) Abstract: The present invention is directed to the identification, characterization and three-dimensional structure of a novel 
ligand binding site of KSP. Binding of ligands to the novel binding site result in a conformational change in the three-dimensional 
structure of the protein and a modulation of the activity of KSP. This conformational change in turn results in the formation of a 
novel binding pocket in the KSP protein, which comprises the novel binding site of the instant invention. 
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I I Claim Nos.: 

because they relate to parts of the international application that do not comply with the prescribed requirements to such 
an extent that no meaningful international search can be carried out, specifically: 
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because they are dependent claims and are not drafted in accordance with the second and third sentences of Rule 6.4(a). 
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This International Searching Authority found multiple inventions in this international application, as follows: 
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As all required additional search fees were timely paid by the applicant, this international search report covers all 
searchable claims. 

As all searchable claims could be searched without effort justifying an additional fee, this Authority did not invite 
payment of any additional fee. 

3. □ As only some of the required additional search fees were timely paid by the applicant, this international search report 
covers only those claims for which fees were paid, specifically claims Nos.: 
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and 56-58 
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□ 

No protest accompanied the payment of additional search fees. 
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BOX H. OBSERVATIONS WHERE UNITY OF INVENTION IS LACKING 

This application contains the following inventions or groups of inventions which are not so linked as to form a single general inventive 
concept under PCT Rule 13.1. In order for all inventions to he examined, the appropriate additional examination fees must be paid. 

Group I, claim(s) 1-12, 19-28, 30, 31, 34, 35, 40, 43-45, and 56-58 drawn to a crystallized complex of human kinesin spindle protein 
(KSP), a method of identifying an agent that interact the ligand binding site of KSP, and the polypeptide of SEQ ID NO: 1 . 

Group n, claim(s) 13-15, drawn to a ligand binding site of KSP. 

Group m, cJaim(s) 16-18, 29, 32, 33, 37, 38, 41, 42, 46, 47, 50-55 , and 62-74, drawn to an agent that binds to the binding site of KSP. 
Group IV, claim(s) 36, drawn to a method of identifying an anti-mitotic agent. 

Group V, claim(s) 39, drawn to a method of detennining the three dimensional structure of KSP complex. 

Group VI, claim(s) 48-49, drawn to method of identifying inhibitor of KSP by utilizing the PSK tryptophan fluorescence. 

Group VII, claim(s) 59-61, drawn to an active structure motif and a method of use. 

The inventions listed as Groups I-VII do not relate to a single general inventive concept under PCT Rule 13.1 because, under PCT Rule 
13.2, they lack the same or corresponding special technical features for the following reasons: The special technical feature for the 
invention of Group I is the crystalline complex which is different from the ligand binding site of Group II, the chemical compounds of 
Group ID, the atomic coordinates of Group V, the tryptophan fluorescence of KSP of Group VI, and the active site structure motif. 
While the special technical feature of the invention of Group IV is a crystalline KSP complex, the method of Group IV represents a 
second use for the KSP crystal complex. The special technical feature for the invention of Group m is the compound that binds to the 
binding site of the KSP, which are different from those of Groups IV- VII. The special technical features of the methods of Group IV- VI 
are the crystal complex of Group IV, the atomic coordinates of Group V, and the tryptophan fluorescence of KSP of Group VI, 
respectively, which differ from the active site structure motif of Group VH. Thus, the inventions of Groups I-VII lack unity of 
invention. 
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